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SCHERING-PLOUGH GMP CONSENT DECREE
PUTS DRUG INDUSTRY ON NOTICE

In casethe message wasn't already clear, take note: The FDA is seriousabout current good manufacturing
practices (GMPs). Therecord $500 million“ disgorgement” of Schering-Plough, part of aconsent decree signed
May 22, wasintended to fire ashot acrossthe bow of the pharmaceutical industry.

“Theagency hasalowed itsdlf to get into thissituation of issuing warning | etter after warning | etter to the same
company, without taking any action,” said Eric Blumberg, the FDA’sdeputy chief counsdl for litigation, who signed
thedecree. “The FDA hastried to send the message out that that’ s not going to happen anymore.” Can moresuch
enforcement action be expected in coming months?* When appropriate cases present themsel ves, absolutely yes,”
said Blumberg.

Schering’sgroundbreaking consent decree” hasatremendousimpact beyond pharmaceutical companiesto the
whole FDA-regulated industry,” said Suzan Onel, former FDA general counseal, now representing pharmaclients
with thefirm of Kirkpatrick & Lockhart in Washington, D.C. “It’sclear that the FDA hasmade GMPregulations
their focus,” said Onel. “ The ante has been upped.”

Theagency may be prepared to takeit up yet another notch. Although the consent decree has been signed by
the court, funds have been earmarked to pay for the penalty and an action planisbeingimplemented to ensure
GMP compliance, Schering may not be out of thewoodsyet. The company now facesan FDA criminal investiga-
tion, adevel opment intended to hold individual Schering-Plough executivesresponsiblefor GM P shortcomings. Ac-
cordingto FDA sourcesand industry observers, if aninvestigation comesto fruitionit would bethefirst timethe
agency haspursued crimina sanctionsfor GM P violationsagainst amajor pharmaceutical company.

Same Stick, New Carrot

Thetrend toward more aggressive GM P enforcement isasharp departurefrom the FDA’sinspection and en-
forcement activitiesinthe past. By federa law, the FDA isrequired toinspect al domestic and foreign pharmaceuti-
ca manufacturing and processing facilities. Itisn’t possibleto inspect every FDA-regulated site, given the number of
field agentsavailablefor thetask.

If deviationsfrom current GM P standards are noted during aplant visit, theinspector fillsout aFDA 483 form,
known asan I ngpectional Observation report, which detail s deficienciesand isgiven to the company at the conclu-
sion of theinspection. Last year, theagency issued 47 FDA 483 reports.

(See GMPs, Page 2)
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Oncea483 report hasbeenfiled, adrug company
canrespondinwriting, by ether digoutingthe FDA's
findingswith supporting dataor informingtheagency
how thecompany will comply withtheregulation. In
caseswhere GMPviolaionsare deemed to posearisk
tothepublic, theagency may issuean untitled or warning
|etter tobring theinfractionstotheattentionof a
company’stop management. A company thet receivesa
|etter typically has 15 daysto respond and addressthe
FDA'sconcerns. Inturn, theagency may respondin
writing, triggering ancther round of correspondence.

“Thelettersgo back and forth for monthsor
years,” said Ondl. “ Typicaly, thereareagreat number
of dialoguesthat go back and forth, discussionsto
forestdl goingto court.”

Noticesof violationsare easy to ignore because
the FDA lacksauthority toimposecivil monetary
penalties. In extreme caseswherethepublic hedthis
at imminent risk of harm, theagency isempowered to
shut down aproduction factory, seize shipments of
product or take other action, but hasno legal mecha-
nismtoissuefinesfor violations.

Calculated Decision

“The FDA hasabsolutely no authority tofine
companies, zero,” said pharmaceutica industry critic
Sydney Wolfe, director of Public Citizen'sHedth Re-
search Group, Washington, D.C. “They sendyou a
warning letter, and you either cleanit up or youdon't.
Andif youdon'tcleanitup, youdon'tloseanicke.”

Inthe pursuit to please stockholdersand main-
tainthe hedth of the bottom line, pharmaceutical
company executivestend to allocate resourcesinto
areasthat generate ahigher return such asresearch or
marketing. Paying finesand pendtiesisoften per-
celved as*acost of doing business,” said Wolfe. “It's
cheaper to do that than to put in good quality control
and hiregood managers.”

Thisview isshared by thosewithinthe FDA as
well. “ Companiescan count onthe FDA tokeepis-
suing inspection reportsand warning letters,” said
Blumberg. “ Some companiesseemto sit back and

wait for the FDA to catch up to them. | havenofacts
to support it, but in my opinion, these companies ap-
pear to be making acalculated decision.”

Pharmaceutical companiesarequickly learning
that asanguine attitude about inspection reportsand
warning lettersisacostly mistake. Under the new
enforcement environment, firmsinviolationarelikely
to seeregulatory action sooner —and more defini-
tively applied.

Inthe spring of 2002, the FDA enacted asignifi-
cant changein policy. From now on, all warning let-
tersfrom the Drug Center arereviewed by the FDA's
genera counsd officebeforebeingissued. TheFDA's
genera counsdl tendstotakealesscharitableview
towardviolations. “We refrequently tellingthedis-
trictsof the center, no warning letter; takeacase[to
litigation] or forget it,” said Blumberg. “Nomore
huffingand puffing.”

Thenumber of warning and untitled lettersissued
by the FDA to drug companiesfor GMPviolations
hasdropped dramatically in recent years, from45in
1995to 15in 2001.

Aswarning |ettersdecreasein frequency, the
FDA ismaking itsenforcement effortscarry more
weight. Having warning | ettersreviewed by thegen-
eral counsdl’soffice”isan attempt for [warning let-
ters] to go down in number, but make the onesthat
areissued have moreteethtothem,” Onel said. “ The
agency hasstated itsintentionsto get warning letters
back to thelevel to wherethey arerespected and re-
sponded to serioudly by industry.”

Disgor ging Profits

Disgorgement of profits, establishedina1999
court rulinginthe FDA's case against Abbott, isthe
agency’slatest GM P enforcement weapon.
Disgorgement isasanction based on the premisethat
anindividual or corporationisnot entitled to profits
gained by illegal means.

“Disgorgement isastrategy that the Federal
Trade Commission hasused for yearsand isquite ef-
fective,” sad Ondl.

(See GMPs, Page 3)
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Disgorgement isnot apunitive measure, but
meant asadeterrent by taking away profitstowhich
acompany, inthe FDA’sopinion, isnot entitled. Un-
likeredtitution, whichispaidto avictim, disgorged
fundsarepaidto the government.

The$100 million penalty levied against Abbott
wasintended “to belarge enough to attract
industry’sattention to anissue FDA wastryingto
address, and to serve asameaningful deterrent,” ac-
cording to Blumberg.

Disggorgementisnot meant totakeaway al profits
generated by productsinviolation of the Food, Drugand
Cogmetic (FD& C) Act—which, inthecaseof Schering-
Pough, could haveamountedto billionsof dollars—but
should besufficiently severeto dissuaderepest behavior.

“Thesumsobtained inthesedecreesarenot
meant to beacompletedisgorgement of dl profits, only
of thoseproductsinviolation,” explained Blumberg.

“ And even with respect to those products, FDA has
not sought —to date— 100 percent disgorgement.”

Inlight of the Schering case, theaddition of
disgorgement tothe FDA' senforcement tool kit meansit
Is* somethingwe relikely to seemoreof inthemonths
tocome, especidly for GMPissues” Onel sad.

The pattern of the FDA's GM P enforcement may
beanimportant Sgnal totheindustriesit regulates,
Ond suggests. TheFDA “hit themedica deviceindus-
try, and now they’ rein the pharmaceutica industry,”
shesad. “They’ recrossingindustries, sothat could be
away to get everybody to wake up and pay attention.”

(See GMPs, Page4)

enough, may be debated.

compliance initiatives.”

to enhance and improve compliance.”

SCHERING-PLOUGH RESPONDS TO GMP DEFICIENCIES
Schering-Plough has implemented changes to address deficiencies in good manufacturing practices (GMPs).

Some steps began long before entering the consent decree in May. Whether the company did enough, soon

m  On May 1, 2001, the company submitted a GMP work plan to the FDA “designed to take a broad,
systematic approach to all aspects of manufacturing and serve as a blueprint for quality and

m  Among the organizational changes at the company was the formation of a Worldwide Quality Operations
unit with the authority and independence to address quality issues throughout the company, to which
quality personnel at FDA-regulated sites directly report.

m  Schering committed to spending $50 million in new equipment, process and systems improvement.

m  The company formed a GMP review board, which included three prominent former FDA officials, to oversee
progress in the company’s compliance efforts and reporting to the FDA.

m  Staff and consultants were hired to requalify and revalidate equipment and processes.
m  Schering-Plough President and Chief Operating Officer Raul Cesan resigned, effective July 15, 2001.
m  The company plans to hire 500 people to strengthen quality and production.

m By the end of 2002, the company expects to have increased its “authorized quality-related positions” at
FDA-regulated sites by 30 percent over 1999 levels.

The company realizes that it must work to restore the faith of customers and stockholders — as well as FDA
officials — and that it is now on the right GMP track. “We’ve gone a long way toward restoring FDA's confidence in
our GMP compliance,” said Schering spokesperson Bob Consalvo. “We've received product approvals over this
period of time, our plans remain open, our products are on the market. We've worked out the steps we need to take
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According tothe FDA’'scomplaint against
Schering-Plough, which provided thebasisfor the
subsequent consent decree, the company had ahis-
tory of failingto comply with GM P requirementsdur-
ingthemanufactureof drugsat itsfacilitieslocated in
New Jersey and Puerto Rico.

Thegovernment’saction followed 13 inspections
since 1998 at four facilitiesin New Jersey where
FDA ingpectorsfound“significant violations| of
GMP regulationsreated tofacilities, manufacturing,
quality assurance, equipment, laboratoriesand label-
ing,” according totheagency.

Thefacilitiesin question produce about 125 dif-
ferent prescription and over-the-counter drugs, rep-
resenting about 90 percent of the company’sdrug
products.

OnMarch 1, 2001, Public Citizen’'sHealth Re-
search Group sent aletter to Health and Human
Services (HHS) Secretary Tommy Thompson re-
guesting that the department, which overseesthe
FDA, investigate Schering-Plough for allegedly ship-
ping asthmadrug inha ersthat may not have con-
tained the activeingredient.

“If you knowingly ship out productswithout ac-
tiveingredient, aswebelievethey did, that israised to
thelevel of acrimind violation,” said Wolfe, whose
group wasleaked an embarrassing audit of Schering-
P ough conducted by an outside consultant.

Schering-Plough had experienced chronic prob-
lemsinthe manufactureof itsa buterol inhaer prod-
ucts, which areused by patientswith asthma. In Sep-
tember 1999, d bulterol manufacturing problemsled
the company to issuearecall of morethan 190,000
inhaler cani sters because somedid not contain the ac-
tiveingredient. A secondrecall, involvingamost 60
million canisters, wasannounced March 29, 2000.

Subsequently, Aug. 9, 2001, Health Research
Group followed up with another | etter to Thompson
that claimed an analysisof adversereaction report
datareveaed “apattern of death in usersof Schering-
Plough abuterol products’ that clustered around the

1999-2000 time period of thetwo product recalls.
According tothegroup, therewereatotal of 17
deathsfor which the Schering-Plough albuterol was
listed asthe” primary suspect” between thefourth
guarter of 1998 and the second quarter of 2000. Of
the 17 patientswith known dates of death, 10 were
using, or attempting to use, inhdersfromthelots
whichwereeventudly recalled, according to Wolfe.

Schering-Plough quickly issued arebuttal, claim-
ing that Health Research Group “ misrepresented data
and drew unfounded conclusions, which could unnec-
essarily darmasthmapatients.” Thecompany said
that it “knows of no death or injury toapatient ...
caused by aninhaler lacking activeingredient,” andis
vigoroudy contesting lawsuitsclaiming tothecontrary.

“[1I]nall adverse event reportsinvolving degths
wherean albuterol canister wastested by the com-
pany, the canister was shown to contain activeingre-
dient,” accordingtothefirm. “ Further, every inhaer
involved inapatient’sclaim of injury that hasbeen
tested by the company has been shown to dateto
containactiveingredient.”

TheHealth Research Group’sdlegations” are
based on aflawed andysisof asmall number of
events, which doesnot address event ratesthat occur
with smilar asthmarescueinhaler products,” the com-
pany said.

Aspublicrelations, thereveationscouldn’'t have
hel ped Schering-Plough’ssituation. With severd im-
portant drugs off patent and othersapproaching the
end of their product cycle, it wasimportant that the
company kept itspipeline open. The agency wascon-
templating approval of Peg-Intron (peginterferon afa
2b), whichin combinationwith Rebetol (ribavirin) is
for thetreatment of chronic hepatitisCinfection.

Also, an FDA advisory panel wasabouttositin
judgment of Schering’sClarinex (dedoratadine), the
once-daily successor to Claritin (loratadine) for the
treatment of seasond dlergicrhinitis.

The FDA sent Schering-Plough an* approvable’
letter for Clarinex Jan. 25, 2001, that was predicated

(See GMPs, Pageb)
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onimproving GMP complianceat itsproductionfa-
cilities. “ Oneof the conditions of gpprova wasthe
resol ution of manufacturingissues,” said Consavo.

Approval for Clarinex wasgranted by the FDA
Dec. 21, 2001.

A commitment to GMP complianceiscentra to
the consent decree entered by Schering-Plough May
17. Among the stepsrequired of the company isthe
implementation of awork plan to address GM P defi-
ciencies. Schering-Ploughwill retainqudified outsde
expertsto determine that manufacturing methods,
proceduresand controlsat the company’sproduction
facilitiescomply with current GM Prequirements.

Schering will pay the record $500 million
disgorgement intwo equal installments of $250 mil-
lion, withthefirst one paid in the second quarter of
2002 and the balancein the second quarter of 2003.
If actionsare not completed on time, the consent de-
creeincludesprovisionsfor apenalty of $15,000a
day for every deadline missed, upto $50 milliona
year. Inaddition, aroyalty payment of 24.6 percent
of net U.S. salescan beimposed for every product
that has not beenrevalidated ontime.

Asdefromtherecord $500 million disgorgement,

the decree al so requiresthe company to pay $471,500

to cover thecost of ingpections

duction of certain productsat itsManati, Puerto Rico,
stewhile GMP programsareimplemented, mainly af-
fecting veterinary medicine productsthat together gen-
erated $50 millionin salesfor the company in 2001.

The consent decreeincludesarecadl of al lotsof
theophyllineand Proventil (albuterol sulfate) tabletsand
syrup, which havebeen discontinued inthe U.S. mar-
ket. Albuterol inhalersarenot affected by therecall.
Theophyllineand theProventil line, which generated
annua salesof about $45million, “makeup avery
smdll percentage of thed buterol market share,” said
Consavo. “Theinhdersandthesolutionfor inhdation
arethevast mgjority of patient use of that product.”

Dozensof Schering-Plough over-the-counter
(OTC) and prescription drug productsarebeing dis-
continued under the consent decree, including some
versonsof griseofulvin, Gyne-Lotrimin, garamycin
andtrilafon/perphenazinetablets.

Thediscontinued goodsare” mostly older products
onthe prescription Sde, productsthat wenolonger pro-
moteor detall,” said Consdvo. “ Onthe OTC sde, many
of thesearedifferent presentationsof products, lineex-
tensions. Someof them have not been onthemarket for
awhileanyway andweren'tavailable.”

(See GMPs, Page 6)

conducted by the company since
1998. Most Common GMP Issues Cited by FDA
Post-decr ee Company m  Process validation

Schering-Plough'sGMP
settlement will affect changes
throughout the company. “Under
the consent decree, we arees-

— Equipment qualification

— Lack of validation of analytical methods

— Ad hoc manufacturing changes without quality control approval

— Lack of written protocols for standard operating procedures (SOPS)
and manufacturing processes; inadequate change control

sentidly revdidating and certify- m Invalidating out-of-specification (OOS) test results without justification

ing each of the productswewill
continueto produce and mar-
ket,” explained Consalvo. The
company isscheduled to com-

m  Laboratory
— Analysts not adequately trained
— Failure to document all tests performed

pleteitsrevalidation plansby the m  Sterile processing

end of 2005.

Inaddition, Schering-Plough
istemporarily suspending pro-

— Environmental controls excursion
— Use of older equipment
— Media fill failures

Source: FDA
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The cumulativeimpact of the consent decreeis
expected toimpact Schering-Plough’sbottomline. In
May, the company lowered itsearningsprojection for
2002, amid-single-digit percentageincreasein earn-
ings per sharerather than thelow-double-digit per-
centageincrease that had been previoudy projected.

Individual Responsibility

By naming individualsasdefendantsin enforce-
ment actions, the FDA wantsto drive homethe point
that executivesareresponsblefor theactionsof the
corporationsthat they manage.

“Individua responsibility hasalwaysbeenacen-
terpiece of theagency’ senforcement,” explained
Blumberg. “Wehavedwaysins sted that responsible
individualsbe held accountablefor what their corpo-
rationsdo.”

In caseswhere companieshavereceived re-
peated notices and warnings, executives often react
with surpriseand anger at being persondly identified
inacourt proceeding, hesaid.

“I wish corporateleaderswho are making deci-
sionsabout whether to spend money on GMP com-
pliancewould call officialsat Abbott and Schering-
Plough and Wyeth and find out what it’sliketo be
named in one of these consent decrees,” said
Blumberg. “ It doesn’t seem to be one of thefactors
leaderstakeinto account when they’ re making deci-
sionsnot to spend themoney [on GMP)]. Yet when
it'stimeto put their name down asadefendant, they
argueand whineabout theunfairnessof it al. They
just don’t connect thedots. If they don’t want their
peersand friendsto know about their involvement in
aconsent decree, or havetoexplainittotheir chil-
dren, they should think about that now, not when they
get a50-page 483 [ GM P compliancereport].”

It appearsthat individua responsibility may ex-
tend to possible crimina sanctions. The FDA's Of -
ficeof Crimina Investigationshasbegun aninquiry
into GMP practicesat Schering-Plough. Theinves-
tigationispresently “initsformative stage,” accord-

ing to ahigh-ranking agency official who declined to
beidentified.

Inits 10-Q quarterly report filed with the U.S. Se-
curitiesand Exchange Commission May 15, Schering-
Plough discreetly mentioned that the company isthe
target of acrimina investigation by the FDA.

“We' ve been advised by FDA's Office of Crimi-
nal Investigationsin Puerto Rico that they are con-
ducting aninvestigation that might focuson oneor
moreof our products,” said Consalvo. “ Theinvestiga-
tionisinavery preliminary stage, and that'sall we
know at thispoint. We don’t know what productsor
dtesareinvolved.”

Although Hed th Research Group urged HHSto
launchacrimind investigationinto asthmainhaers,
Consalvo pointed out that theinhaersin question are
manufactured at Schering’sKenilworth, N.J., plant
and not in Puerto Rico.

“Wedon't haveany indication that there’'sanin-
vestigation regarding the Public Citizen dlegations
about aerosol inhalers,” said Consalvo, who declined
to comment further onthe group’scharges.

RippleEffects

The Schering-Plough consent decreeissending
repercuss onsthroughout the pharmaceutica industry.
Inthisregulatory environment, companiesareless
likely to get apassfor GMPviolationsasthey may
havedoneinthe past.

“Clearly, al companiesneed to take GMPsand
standard operating procedures (SOPs) serioudy,” said
Onél. “They need to be sureto have proceduresin
placeto make surethey canaudit and verify and vali-
datewhat’sgoing on.

Compliancewith GMPs startsat thetop of a
pharmaceutical company. If upper managementis
blasétoward GM P compliance, the mind-set will drift
down throughout the ranks of acompany, said phar-
maceutical compliance consultant Michael Beckloff
of Overland Park, Kan.

(See GMPs, Page 7)
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“GMPsgtart with attitudes and opinions of up-
per management,” hesaid. “ If management supports
GMP compliance, you can expect atrickle-down ef-
fect. Schering-Plough apparently didn’t think GMPs
wereimportant or apply to their operation. Oncethat
takesroot, it takesforever to changethat thinking.”

Indeed, according to thereport of aninterna audit
performed for Schering, obtained and rel eased by
Hedlth Research Group, linepersonnd didn’tfed that
the company vaued GM P complianceand qudity as
highly asother prioritiessuch asmaintaining production.

“Most managers/supervisorshaveadopted a
wait and seeattitude, to determineif upper manage-
ment will ‘walk thewalk’ with respect tolong-term
commitment to product quality,” theconsulting firm
wroteinits 2000 report. “ They statethat for many
years, they have been under significant pressureto
get production out and don’t feel they haveenough
timeor peopleto do aquality job. They indicated
that there hasbeenin the past acontinual pushfor in-
creased production and decreased downtime some-
timesat the expense of high-quality work and GMP
compliance. They believethere hasbeen animbal-
ance between quality and production, leaning consid-
erably toward the side of production.”

A Systems Approach

The FDA regards current good manufacturing
practices (GMPs) in terms of six systems:

Quality System

Facilities and Equipment System
Materials System

Production System

Packaging and Labeling System
Laboratory Control System

oukrwnpE

According to the agency'’s philosophy, a “state of
control” is required to produce finished drug
products for which there is adequate level of
assurance of quality, strength and purity. If any of
the six systems is out of control, i.e., fails to meet
GMP standards, the entire company is considered
out of control.

Source: FDA

The FDA intendsto usethetoolsof enforcement
at itsdisposal totip thescaleback inthe other direc-
tion. “Wewant company leadersto take GM P seri-
oudy, andfactor itintotheir decisons,” said Blumberg.
“Changing corporatecultureisvery hard. Evenif the
guysat thetop get it, making people changetheway
they’ reaccustomed to doing businessisvery difficult.”

FDA, ABBOTT SETTING THE
STAGE FOR SCHERING

Thediefor the Schering-Plough case was cast
in 1999, when the FDA sought to teach Abbott the
consequences of GMPviolations. After years of
persistent problemsat an Abbott facility that manu-
facturesinvitro diagnostic devices, the FDA filed a
consent decreewiththe U.S. District Courtin
NorthernIllinoisNov. 2.

Accordingtothe FDA, an establishment inspec-
tion conducted between May and July 1999 reveded
45 deviationsfrom quality control standards. Some of
theviolationsdated back to 1993. Over theyears,
Abbott and the FDA met no fewer than 10 timesto
discusscurrent GM Ps. Beginning in 1995, theagency
allowed the company to continue operating under an
FDA-monitored complianceplan. Inearly 1998, the
FDA terminated the plan because, “initsview, the
company was not making sufficient progress,” ac-
cording to Blumberg.

The 1999 consent decree with Abbott wasun-
usual for threereasons, the most obviousbeing a
“disgorgement” of profitsintheform of aone-time
payment of $100 milliontotheU.S. Treasury. Under
thetermsof the consent decree, Abbottisalsore-
quiredto validate manufacturing and qudity processes
or pay $15,000 per businessday for each process
and system not validated. Another provision required
Abbott to pay 16 percent of grossrevenuesgener-
ated by the sde of any “medically necessary” product
that isnot validated withinayear.

TheFDA had never successfully sought
disgorgement before, astrategy used by other federa
agenciesto separate acorporation from profitsto

(See ABBOTT, Page 10)
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Selected FDA GMP Warning and Untitled Letters Issued 2000-2002

Date Company FDA District Issues

9/19/01 Cardinal Laboratories Los Angeles Testing, written procedures, equipment
maintenance, laboratory controls, record-keeping
at Azusa, Calif., facility

9/18/01 Pharmacia & Upjohn San Juan Sterility, failure to submit reports at Arecibo,
Puerto Rico, facility

2/22/02 AstraZeneca Philadelphia Quality control at facility in Newark, Del.

11/9/01 Accumed New Jersey Investigation of out-of-specification (OOS) results,
labeling, validation of equipment and processes

11/2/01 Baxter Healthcare Chicago Laboratory controls at Round Lake, llI., facility

11/9/01 Purdue Pharma New Jersey Quality control at facility in Totowa, N.J.

10/12/01  American Pharmaceutical Chicago Investigating OOS results at facility in Melrose

Partners Park, Ill.

1/14/02 Bachem California Los Angeles Decontamination, maintenance, production and
process controls at Torrance, Calif., plant

6/24/01 Bayer Biologics Center Investigating OOS results, sterility, written proce-
dures for production and process controls at
facility in Clayton, N.C., facility

7/12/01 Boehringer Ingelheim Cincinnati Laboratory controls, written procedures for
production and process controls, environmental
conditions, validation of systems at plant in
Columbus, Ohio

10/15/01  Burnham Laboratories Chicago Quality control, equipment cleaning and mainte-
nance, validation of systems

12/7/01 Cardinal Enterprises New England Record-keeping, sterility

7/10/01 Cardinal Health Cincinnati Records, validation

6/28/01 FIDA Drug Center Quality controls, validation issues at facility in
Padova, Italy

10/2/01 Northeast General Drug Center Pharmaceutical factory quality controls at plant in
Shenyang, China

3/17/02 Pharmacia San Juan Quality control, contamination at facility in
Caguas, Puerto Rico

6/18/01 Salsbury Chemicals Kansas City Quality control, written procedures

9/5/01 Syncor International Quality control, written procedures, record-
keeping

9/27/01 Unilever Chicago Environmental issues, laboratory methods,
record-keeping at plant in Chicago

11/11/01 Pharmacia Drug Center Validation of systems and controls, documentation
at facilities in Sweden

9/19/00 Glaxo Wellcome Drug Center Sterility at facility in Verona, Italy

2/3/00 Pharmacia & Upjohn Drug Center Sterility, record-keeping at facility in Nerviano, Italy
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INDUSTRY SEEKING CLARITY
IN GMP GUIDELINES

Someintheindustry contend that good manufac-
turing practice (GMP) guiddinesused by the FDA
arevague and ambiguous, leading to different inter-
pretationsthat force pharmaceutical companiesto
second-guesswhat the agency wants.

GMP guiddinesarewritten as performance stan-
dards, giving companies|atitudeto determine how
they can most efficiently and economicaly meet the
objective.

“GMPsareregulationsthat are opento interpre-
tation,” said attorney Suzan Onel, of Kirkpatrick &
Lockhartin Washington, D.C. “Usualy therearetwo
sdestotheissue, withthe FDA saying certainthings
aren’'t beingdone.”

The pharmaceutical industry isstymied by “the
paucity of guidelinesand standardsfor good manu-
facturing practices,” said Jeff Trewhitt of Pharma
ceutical Research and Manufacturersof America
(PhRMA).

“Therearevery few technical guidelineson good
manufacturing practices, and thosethat exist are out-
dated and don't reflect production approaches at
today’splants,” Trewhitt said. “ Thislack of technical
guidelinescan easly lead to differing interpretations of
GMPregulationsamong FDA inspectorsaswell as
theindustry.”

Theconfusionresultsin“afrustrating Situation
where companiesbasicaly havetoresorttotryingto
interpret FDA expectationsfrom publicly available
GMP compliancecitationsand warning letters, in-
stead of areview of consistent standards and guide-
lines” hesaid.

PhRMA is*“eager to partner withthe FDA to
develop and implement acons stent and transparent
science-based processfor regul ating the manufacture
of pharmaceutical products,” said Trewhitt.

Eric Blumburg, theFDA'schief litigator, “em-
phatically disagrees’ that GM P standards are ambigu-
ous. “They areintentionaly writtenwith flexibility to

usewordslike*suitable,’ ‘adequate,’ and ‘ suffi-
cient,”” hesaid. “ They must be written that way be-
causethey cover hundredsif not thousands of factual
stuations. We retrying to give drug companiesthe
flexibility to make productsin any way they canas
long asit’sscientifically supportable.”

“Theideathat they’ re soflexiblethat companies
don’tunderstandit, | don’t buy it,” said Blumberg.
“Nobody in the casesthat we bring hasever said,
“Your regulationsare so ambiguousthat wecan't
comply withit.” That'snot the defensewe hear. First,
if companiesdon’t havethat [compliance] capability
in-house, they’ ve got aproblem. Second, thereare
plenty of consulting firmsout therewho makeahand-
somelivelihood out of telling these companieswhat is
and what isnot compliancewith GMP. That’snot to
say that therearen’t GM Pissuesthat are not cutting-
edge. However, if somethingisthat questionableor
ambiguous, FDA doesn’t bringacaseonit. There
may be GMPissues out there, but that’s not what
these casesare about.”

Blumberg al so rejectsthe argument that many
GMPissuesthat attract the FDA's attention are ad-
ministrative detailsand paperwork that don’t affect
thequality of products. “ Enron was paperwork,
t0o,” hesaid.

“Scientistswritethingsdown. They’ remaking
drugs, not shoepolish,” hesaid. “Unlessthingsare
written down, scrupulously recorded, there’ sno
record for anybody inside or outside the company to
check. Thisisanindustry that makesitsliving on de-
tails. They’ remaking drugsthat are shipped to scores
of millionsof people. If you makeamistake, it canbe
very serious.”

TheFDA * isnot bringing cases because some-
body |eft off asecond signature or failed to record
somefactoid,” Blumberg said. “ Theseissuesare
much bigger thanthat.”

Pharmaceutical companies* seemto takeagreat
deal of assurance becausetherearenobodies,” he
said. “Nobody got hurt. That’sanotorioudly unreli-
ableway to evaluate whether your product issafeand
effective. Unlessthere are acuteinjuries associated
withyour product, you’ d never know.”
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whichitisnot entitled. Previoudy, courtshad held that
the Food, Drug and Cosmetic (FD& C) Act doesnot
empower theFDA toimpose an equitableremedy un-
lessitisexplicitly authorized by thestatute. Inthe Abbott
case, theU.S. Court of AppedsheldinaSept. 13,
1999, decision that the FDA isempowered to seek any
remedy not expressy prohibited by theFD& CAct—in-
cludingtheextraction of undeserved profits.

Other pharmaceutica companieshaveentered
consent decreeswith the FDA to resolve GM Pissues.
Thenext mgor pharmaceutical company to get snared
in GM P enforcement was American Home Products
(AHP) divisonWyeth-Ayerst, whichenteredintoa
consent decreewiththe FDA in October 2000to settle
repested GMPviolationsat itsfacilitiesin Marietta,

Pa., and Pearl River, N.Y., dating back to 1995.

Problemswith manufacturing processesat
Wyeth’sMariettaplant, which produced influenza
vaccine, ledtoitstemporary closure. Theinterruption
in production contributed to anationwidedelay inthe
avallability of fluvaccineintimefor thewinter season.

The consent decree was sought becausethe
company failed to correct GMP violationsdespitere-
peated FDA inspection reports, warning lettersand
the June 1999 seizure of hundreds of doses of pre-
scription drugs and vaccine produced at one non-
compliantfacility.

Under termsof the consent decree, Wyeth-
Ayerst wasrequired to pay a$30 million
disgorgement and take specific stepstoimprove

GMP compliance, or pay $15,000 per violation per
day upto $5million.

“Thirty milliondollarsissubstantial money tous,
no doubt about that,” Wyeth Senior Vice President
Bruce Burlington told the press after the consent de-
creewassigned. “Itisclear that FDA did regard
these problems as problemsthat needed more atten-
tion and at afaster pacethan weachieved.”

The consent decreerequired Wyeth-Ayerst to
hireaconsultant to perform aGMPinspection at the
Mariettaand Pearl River facilities. Any observations
found during theinspection wereto be addressed by
the company within aspecified time period, and then
reingpected by aconsultant. Expert consultantswere
to behired to review Wyeth-Ayerst’squality assur-
ance (QA) and quality control (QC) programsand
management systems.

OnMay 3, 2002, the FDA filed aconsent de-
creeagainst Watson Pharmaceuticals, citing “ numer-
ous, recurring and significant violationsof current
good manufacturing practicerequirements’ at the
company’smanufacturing plant in Corona, Calif.

Twenty-six of Watson’s 170 branded and ge-
neric productsare made at the Coronaplant, asolid
dosagefacility that producesthe company’sleading
products. hydrocodone, acetaminophen and oral con-
traceptives.

Under the consent decree, Watsonisrequired to
hirean independent consultant to conduct inspections
of their Coronafacility at least onceayear.
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